Introduction: Pleckstrin homology (PH) domains are protein modules of around 120 amino acids found in many proteins involved in cellular signaling. Certain PH domains drive signal-dependent membrane recruitment of their host proteins by binding strongly and specifically to lipid second messengers produced by agonist-stimulated phosphoinositide 3-kinases (PI 3-K's). Some PH domains (e.g. from Grp1) are specific for PtdIns(3,4,5)P 3 , while others (e.g. from DAPP1) binds strongly to both PtdIns(3,4,5)P 3 and its 5'-dephosphorylation product, PtdIns(3,4)P 2 . Since the different PI 3-K products have distinct roles in cellular signaling, it is important to know which PH domains will recognize which phosphoinositides.
Figure 1.
Ribbon representations of the DAPP1-PH and Grp1-PH structures. The C-terminal amphipathic α-helix, common to all PH domains, is colored blue. β strands that form the core β sandwich of the PH domains are colored green and are labeled 1 through 7. The phosphate positions in the bound inositol phosphates are numbered in red.
